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BACKGROUND

* GIST Is the most common gastrointestinal sarcoma KIT mutations

with ~80% of cases driven by KIT mutations' Primary mutations Resistance mutations
* Imatinib, a TKI, is approved as first-line therapy for Drving tumor development g Enabing reatment oscape

advanced GIST and leads to an objective response In 8

~50% of patients? O

— Many patients treated with imatinib eventually Exon 9 .

experience tumor progression due to the AR R R R R A R R R R R R R R R R R R R R R A R RERRARS
development of secondary mutations in the KIT ATP- TIERE IR PR RV ERERRIO ARERE R IR RN

binding pocket (encoded by exons 13/14) or SO ’ -
activation loop (encoded by exons 17/18)34 - Exon 13/14
O Extracellular domains ATP-binding pocket
- Juxtamembrane domain Exon 17/18
Activation loop

B  Kinase domains

1) Szucs Z, et al. Future Oncol. 2017;13:93-107. 2) GLEEVEC. Prescribing information. Novartis Pharmaceuticals Corporation; 2022. 3) Antonescu CR, et al. Clin Cancer Res. 2005;11:4182-90. 4) Kelly CM, et al. J Hematol Oncol. 2021;14:2.

ATP, adenosine triphosphate; GIST, gastrointestinal stromal tumor; TKI, tyrosine kinase inhibitor.
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BACKGROUND

° Sunitinib is a multitargeted TKI approved as second-line therapy for advanced GIST after imatinib failurel

* Ripretinib is a broad-spectrum switch-control KIT/PDGFRA TKI approved for patients with advanced GIST who
received prior treatment with 3 or more kinase inhibitors, including imatinib?3

* In the phase 3 INTRIGUE trial (NCT03673501), the primary endpoint of superior PFS with ripretinib vs sunitinib
was not met; however, ripretinib demonstrated comparable efficacy and a more favorable safety profile and
better PROs compared with sunitinib in patients with advanced GIST previously treated with imatinib#>

All-patient ITT population

-IDO _ Median PFS
= Ripretinib, 8.0 months (95% ClI, 6.5 to 10.8)
80 = === Synitinib, 8.3 months (95% CI, 6.3 to 11.0)
— HR, 1.05; 95% CI, 0.82 to 1.33; nominal P=.72
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Ripretinib 226 152 115 75 56 39 23 10 4 0
Sunitinib 227 143 108 68 45 29 16 8 1 0

Bauer S, et al. J Clin Oncol. 2022;40:3918-28.

Safety population

Hypertension —

Neutropenia or Neutrophil Count Decreased —
Palmar-Plantar Erythrodysesthesia —
Anemia —

Lipase Increased —

Abdominal Pain —

Fatigue —

Diarrhea —

Hypertriglyceridemia —

Lymphocyte Count Decreased —
Stomatitis —
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Ripretinib - Sunitinib
B Grade 3 . B Grade 3
B Grade 4 ' Bl Grade 4
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Percentage

Bauer S, et al. J Clin Oncol. 2022;40:3918-28.

1) SUTENT. Prescribing information. Pfizer Laboratories; 2021. 2) Smith BD, et al. Cancer Cell. 2019;35:738-51. 3) QINLOCK. Prescribing information. Deciphera Pharmaceuticals, LLC; 2022. 4) Bauer S, et al. J Clin Oncol. 2022;40:3918-28. 5) Gelderblom H, et al. Eur J

Cancer. 2023;192:113245.

GIST, gastrointestinal stromal tumor; PDGFRA, platelet-derived growth factor receptor alpha; PFS, progression-free survival, PRO, patient-reported outcome; TKIl, tyrosine kinase inhibitor.
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BACKGROUND

* An exploratory analysis from INTRIGUE using baseline ctDNA demonstrated meaningful clinical benefit with
ripretinib vs sunitinib in patients with co-occurring KIT exon 11 + 17/18 mutations

Median PFS Median OS
Ripretinib, 14.2 months (95% ClI, 8.1 to NE) Ripretinib, NE months (95% CI, 24.4 to NE)
100 T A e Sunitinib, 1.5 months (95% ClI, 1.4 to 4.2) 100 - o ====' Sunitinib, 17.5 months (95% ClI, 7.9 to 30.9)
: HR, 0.22; 95% CI, 0.11 to 0.44; P <0.0001 "._I L | HR, 0.34; 95% CI, 0.15to 0.76; P = 0.0061
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+ censored e N R B s 1_ ________ + censored
O— I | | | | | | | | | O— | | | I | | | | | | | | | | [
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time, months Time, months
Number at risk Number at risk
Ripretinib 27 23 19 14 13 9 7 1 0 Ripretinib 27 27 25 23 23 23 21 18 16 12 8 5 1 1 0
Sunitinib 25 9 4 2 2 2 1 1 0 Sunitinib 25 20 18 16 16 15 10 8 8 6 5 2 0

Bauer S, et al. J Clin Oncol. 2023;41(36_suppl):397784.
PFS data cutoff: September 1, 2021; OS data cutoff: September 1, 2022. Excludes KIT exons 9/13/14. P-values are nominal.
Cl, confidence interval; ctDNA, circulating tumor DNA; HR, hazard ratio; NE, not estimable; OS, overall survival; PFS, progression-free survival.
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BACKGROUND

KIT exon 11 + 17/18 population

Ripretinib Sunitinib
100 — 100 7
80 7 80 —
GCJ 60 60 —
= i -
0 & *° LT
@)
2o P B B R B N R
= B so
S5S o-
2w _
S o 20 B PR T
o 9 _ i
n £ *° 40
[ B NE
T -60 ] -6 0
807  ORR: 44.4% (95% ClI, 25.5 to 64.7) | -80 7 ORR: 0 (95% ClI, 0 to 13.7)
DOR: median 16.7 months (95% CI, 9.7 to not estimable) DOR: N/A
-100 — -100 —
Patients Patients

OBJECTIVE RESPONSE RATE
RIPRETINIB SUNITINIB

44.4% vs 0%

Response difference = 44.4%
95% CI, 23.0 to 62.7; nominal P = 0.0001

Bauer S, et al. J Clin Oncol. 2023;41(36_suppl):397784.
Data cutoff: September 1, 2021.
Cl, confidence interval; DOR, duration of response; N/A, not applicable; NE, not evaluable; ORR, objective response rate; PD, progressive disease; PR, partial response; SD, stable disease.
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INSIGHT STUDY DESIGN

ONGOING, PHASE 3, RANDOMIZED, GLOBAL, MULTICENTER, OPEN-LABEL STUDY

X X X XX XX XXX X X X X X X X X X X X X X X X X X X X X X X X X X X X X
XXXX X X X X X X X X X X X X X X X ><>< XXXXXX X X X X X X X X X X X X X X ><><
xz ix xixx ix Ripretinib (n = 36) 150 mg QD N NN
X X X X e L
e X % X X X
X X X X > >
X X X X < x
X X X X . . . X X
X RO % Patients randomized to sunitinib X X
X X X . .. -,
B X X » may cross over to ripretinib after zx x:
X x X X disease progression X X
zx xi zx X: o Ve
X X
X X X X T — X X
ix sz ix sz Sun|t|n|b (n —_ 18) | 50 mg QD xyxyxyxyxyxyxyxyxyxyxyx
XXX X X X X X X X X X X X X X X XXXXX XXX X X X X X X X X X X X X X X XXXXX (4 Weeks On/2 Weeks Oﬂ:)
X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X

* In March 2023, FDA granted breakthrough designation to ripretinib for the treatment of adult patients with
advanced GIST who recelved prior treatment with imatinib, and who harbor a KIT exon 11 mutation and co-
occurring KIT exon 17 and/or 18 mutations (KIT exon 11 + 17/18 mutations)

agxcludes additional KIT primary and secondary mutations in exons 9, 13, or 14.
CtDNA, circulating tumor DNA; GIST, gastrointestinal stromal tumor; QD, once daily.
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OUTCOME MEASURES

PFS as determined by blinded IRR per mRECIST v1.1

ORR as determined by blinded IRR using mRECIST v1.1
* OS

IRR, independent radiologic review; mRECIST v1.1, modified Response Evaluation Criteria in Solid Tumors version 1.1; ORR, objective response rate; OS, overall survival; PFS, progression-free survival.
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KEY ELIGIBILITY CRITERIA

Co-occurring KIT exon 11 + 17 and/or 18 mutations that cannot be

>
Male or female 218 years of age confirmed by central laboratory ctDNA analysis

Histologic diagnosis of GIST with co-occurring KIT exon 11 + 17 and/or
18 mutations by ctDNA analysis at prescreening confirmed by central
laboratory

History of KIT exon 9 mutation or detection of KIT exon 9, 13, or 14
mutations by central laboratory ctDNA analysis

Treatment with any other line of therapy in addition to imatinib for

Advanced GIST and radiologic progression on imatinib treatment advanced GIST

Must have at least 1 measurable lesion per mRECIST v1.1 within 21 Any prior or concurrent malignancy whose treatment may interfere with
days prior to the first dose of study drug safety or efficacy assessments in this study
ECOG PS <2 at screening Known active metastasis of the central nervous system

ctDNA, circulating tumor DNA; ECOG PS, Eastern Cooperative Oncology Group performance status; GIST, gastrointestinal stromal tumor; mMRECIST v1.1, modified Response Evaluation Criteria in Solid Tumors version 1.1.
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CONCLUSIONS

INSIGHT will evaluate ripretinib vs sunitinib in patients with advanced GIST previously treated with imatinib who
harbor KIT exon 11 + 17/18 mutations
The primary objective of this trial is to compare the PFS of patients treated with ripretinib to that of patients
treated with sunitinib

This study may support the use of ctDNA analysis as a critical, non-invasive diagnostic tool to determine
effective second-line therapies and may change how patients with advanced GIST are treated

The INSIGHT study opened its first investigational sites in July 2023

ctDNA, circulating tumor DNA,; GIST, gastrointestinal stromal tumor; PFS, progression-free survival.
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